[Effect of gossypol in combination with misoprostol on termination of early pregnancy in rats and mice].
Treatment of mice with misoprostol alone at doses ranging from 200 to 6400 micrograms.kg-1, qid on day 6-8 or bid on day 9 of gestation, the rate of effective early pregnancy interruption were low and showed no dose effect relation. When giving misoprostol 200-6400 micrograms.kg-1 bid on day 9 of gestation following administration of gossypol 50 mg.kg-1 qid on day 6-8, the rate of abortion increased as the dose of misoprostol increased, and the ED50 of misoprostol was 397.8 micrograms.kg-1. The ED50 of gossypol given orally on day 6-8 of gestation was 69.4 mg.kg-1. However, when gosyypol was given in combination with misoprostol 400, 800 or 1600 micrograms.kg-1 on day 9 bid, the ED50 of gossypol decreased to 63.2, 48.6 or 34.9 mg.kg-1, respectively. The results suggest that combination of gossypol and misoprostol showed synergistic effect on termination of early pregnancy in mice. Misoprostol obviously strengthened the uterine contraction of rats both in early pregnancy and estrus in vitro. The contraceptive intensity of contraction was increased as the dose of misoprostol increased from 10(-9), 10(-8) to 10(-7) mol.L-1, and the estrus group was higher than the early pregnancy group (P < 0.01). Gossypol(10(-5)-10(-6) mol.L-1) showed no effect on the uterine activity in rats, but the sensitivity of the uterus of the early pregnant rats to misoprosrol was found to be significantly increased by treatment with gossypol on day 6-8 of gestation (P < 0.01). Degeneration of the decidual was observed under light microscopy when gossypol 80 mg.kg-1.d-1, or misoprostol 800 micrograms.kg-1.d-1, or gossypol 40 mg.kg-1.d-1 combined with misoprostol 400 micrograms.kg-1.d-1 was given orally to rats on day 6-8 of pregnancy. The degeneration of cells was more remarkable when both drugs were given in combination. The assay of immunoreactivity for PR demonstrated that the distribution and content of PR in uterine decidua had no difference between the control group and the treated groups.